Summary
A 28-year-old Nigerian woman presented with persistent pyrexia, marked pruritis, eosinophilia, myalgias, flitting arthralgias, serositis and massive splenomegaly. Intensive investigation for an infective or neoplastic aetiology proved negative. Empirical treatment for helminthic infections and tuberculosis was unhelpful. Although there were no specific clues to suggest an underlying connective tissue disease, a trial of steriods and azathioprine was introduced, with no obvious response. Her condition deteriorated to a point where it was decided that intravenous immunosuppressive therapy was needed and subsequently, her condition improved remarkably. This patient illustrates the problems in the diagnosis and management of complex disorders, par (5) (6) (7) (8) (9) (10) (11) (12) . Radiology demonstrated an initially normal chest X-ray and computed tomography (CT) scan confirmed the enlarged spleen, thymus and heart. Repeated echocardiograms showed a small persistent posterior pericardial effusion, but no evidence of endocarditis. Biopsy of skin showed fibrinoid necrosis in superficial dermal papillae with oedema. Muscle biopsy showed no evidence ofvasculitis. Bone marrow demonstrated florid reactive hyperplasia with eosinophilia, but no evidence oftuberculosis. A liver biopsy and subsequent surgical samples of spleen and lymph nodes showed non-specific inflammatory changes with no evidence of tuberculosis, lymphoma or granulomata.
On her first admission, a Trichomonas and Candida vaginal infection had been treated with no improvement to her fever. Empiricial trials of amoxycillin, erythromycin and metronidazole were likewise unhelpful. In view ofthe esoinophila and pruritus, a trial of thiabendazole was given, with no benefit. She was commenced on prednisolone 40 mg and azathioprine 150 mg daily for presumed connective tissue disease, again with no benefit. This was therefore stopped and followed by a longterm trial of antituberculous therapy (isoniazid, rifampicin and ethambutol) which also resulted in no improvement.
Her intense pruritus continued throughout her illness and remained resistant to antipruritic therapy consisting of antihistamines and chlorpromazine. After five months ofmalaise, fevers, pruritus and arthralgias, she became acutely unwell and breathless. She had been persistently anaemic, (haemoglobin 7.1 g/dl) and investigations did not support blood loss or haemolysis. The splenomegaly had increased, with an edge palpable at the umbilicus. She had a large right-sided pleural effusion and large pericardial effusion. Blood-stained fluid from the pleural effusion was negative on cluture and cytology. All other investigations were unchanged from previously, although her rheumatoid factor was now positive at 1/10 240. It was decided to perform a splenectomy, because of the recurrent anaemia, and the lack of a tissue diagnosis. However, histology of the spleen showed non-specific inflammatory changes only, with no evidence of tuberculosis, lymphoma or granulomata. Postoperatively she remained extremely unwell, being tachypnoeic with profound arthralgias. Frank synovitis of her left wrist developed which was aspiration negative on culture, and X-ray showed a small erosion on the ulnar styloid. It was decided to commence her on weekly boluses of cyclophosphamide, starting at 500 mg, increasing to 1 g, with initially 60 mg of prednisolone. After the third bolus, her condition had improved markedly. The pleural and pericardial effusions gradually resolved, and the arthralgias and synovitis abated. She is currently maintained on 7 mg of prednisolone daily, with oral boluses of 500 mg of oral cyclophosphamide every four weeks. She still has polyarthralgia with mild synovitis at the wrists, but excellent joint function.
Discussion
This patient illustrates the management difficulties of complex multisystem disorders. Connective tissue disease is said to account for 8-13% of all causes of a pyrexia of unknown origin."2 The initial concern was that she had an infectious disease, but multiple repeated investigations were negative and trials of empirical antimicrobial chemotherapy were unsuccessful in resolving her problems. We were concerned about an underlying neoplastic process, but the investigations tended to diminish these concerns. We considered an inflammatory connective tissue disease, though initial investigations, for example, ANA, were unhelpful and the introduction of prednisolone (albeit only at a modest dose) and azathioprine did not appear to improve her condition.
Because of the lingering doubt that she could have an underlying infectious disease, immunosuppression was delayed until her condition deteriorated rapidly and markedly. High-dose cyclophosphamide was then introduced with rapid response, and has kept her well with no further hospital admissions for disabling symptoms or life-threatening complications.
Even with the benefit of hindsight, there are still unanswered questions in this patient. It remains difficult to fit her into a diagnostic category. Eosinophilia is associated with a number of idiopathic inflammatory connective tissue diseases, including polyarteritis nodosa/ polyangiitis, allergic granulomatosis with angiitis (Churg-Strauss syndrome), eosinophilic fasciitis and severe rheumatoid arthritis with or without Felty's syndrome.3 The first three diagnoses were unlikely in view of the negative ANCA, the lack of pulmonary signs throughout the course of her disease, and negative tissue biopsies, respectively. Although she had a positive rheumatoid factor and an erosion on X-ray, she had no prolonged, symmetrical small joint synovitis to fulfil the 1987 revised criteria for the diagnosis of rheumatoid arthritis. 4 With the arthralgia and fever, adultonset Still's disease was a possibility. Eosinophilia has been described in a minority of Japanese patients5 and a very high ferritin level considered diagnostically helpful when other causes have been excluded. 6 However, the typical macular non-pruritic rash present in 89% ofadult patients was not observed5 and the severe pruritus described by our patient is not characteristic. A further possible multisystem disease is that of idiopathic hypereosinophilic syndrome, but our patient did not have the criteria required namely, sustained hypereosinophilia for more than six months.7 In fact, the hypereosinophilia resolved in our patient before the introduction of corticosteriods or immunosuppression. Finally, the intense pruritus experienced by our patient has not been previously described in other patients with connective tissue disease and is not a recognised causes ofpruritus in the standard medical textbooks.8
In conclusion, marked pruritus can be a feature ofconnective tissue disease. Our patient also illustrates the dilemmas in the management of a severe multisystem disease, the inadequacies of our classification systems for idiopathic complex connective disease, and the power of non-specific, blind, high-dose immunosuppressives when all else had failed. 
